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1 What is claimed is: 
2 

3 

4 1. A recombinant immxViotoxin polypeptide and pharmaceutically 

5 acceptable salts thereof\ comprising a CD3-binding domain and a 

6 Pseudomonas exotoxin (PE A mutant, said PE mutant having ADP- 

7 ribosylating and translocation functions but substantially 

8 diminished cell-binding ability. 

10 2. A recombinant immunotoxdn polypeptide and pharmaceutically 

11 acceptable salts thereof accoVdiiia to claim 1 wherein the CD3- 

12 binding domain comprises an anti-CD|^ antibody or CD3-binding 

13 fragment thereof. X \ 

14 / \ 

15 3. A recombinant immimotoxin polypeptide and 

16 pharmaceutically acceptl^bJ^^,,s^^^s\^ according to claim 2 

17 wherein the anti-CD3 antibo^dy or CID3-binding fragment thereof 

18 binds an epitope on the e/chain of y^^0r\ CD3. 

19 ( y;^^ 

20 4. A recombinant immunobs«ifn polyp^ and pharmaceutically 

21 acceptable salts thereof aicordinq to Vlaim 2 wherein the anti- 

22 CD3 antibody or CD3-binding fragment tliereof binds an epitope 

23 formed by the 8 and y chains of human CDS. 

24 \ 

25 5. A recombinant immunotoxin polypeptide and pharmaceutically 

26 acceptable salts thereof according to claim 2 wherein the CD3- 

27 binding domain comprises a Fab fragment of a^n anti-CD3 antibody. 

28 \ 

29 6. A recombinant immunotoxin polypeptide ana pharmaceutically 

30 acceptable salts thereof according to claim 2 ^herein the CD3- 

31 binding domain comprises the Fv region, or a CDl-binding 

32 fragment thereof, of an anti-CD3 antibody. \ 

33 \ 
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7. A recombinant 
acceptable salts 
binding domain com] 
binding fragment t 




otoxin polypeptide and pharmaceutically 
according to claim 2 wherein the CD3- 
monoclonal antibody UCHT-1 or a CD3- 



monoclonal antibody 
which is at least 8 
1, an antibody havi 
identical with thos, 
segment of at leas 



8 - A recombinant immunotoxin polypeptide polypeptide and 
pharmaceutically acceptable salts thereof according to claim 2 
wherein the CD3-binding domain comprises ( the F y regio^^ or a 
CD3-binding fragment theijeof, of an antibody selected from: 

1, an antibody having a variable region 
ntical to the variable region of UCHT- 
plementarity-determining regions 
CHT-1 and having at least one sequence 
fi^-el amino acids of human origin, and an 
antibody competing with |UCHT-1 for binding to human CDS antigen 
at least about 80% as effectively on a molar basis, and having 
at least one sequence spgment of at least five amino acids of 
human origin. 

9. A recombinant immunotoxin polypeptide and pharmaceutically 
acceptable salts thereof according to claim 2 wherein the CD3- 
binding domain compirises^ single chain Fv of an anti-CD3 
antibody. 



10. A recombiry&nt ir 
acceptable salt 
/regionx is a single Qtiain 



)toxin polypeptide and pharmaceutically 
according to claim 8 wherein( the Fv 



? V, 



11. A recombinant immunc^^^in polypeptide and pharmaceutically 
acceptable saltsl ther^p^ accVrding to claim 10 wherein the CD3- 
binding domain comprises a single chain Fv of UCHT-1. 
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12. A recombinant iAimunotoxin polypeptide and pharmaceutically 
acceptable salts thereof according to claim 1 comprising a 
single chain Fv of UCHT-1 fused to a PE mutant essentially 
deleted of its cell-bipding domain. 

13. A recombinant ijHfnilno toxin po/lypeptide and pharmaceutically 
acceptable salts t^ereo\ according to claim 12 wherein the PE 
mutant is PE38. 

14. A recombinant^mmurafetoxin polypeptide and pharmaceutically 
acceptable salts therearf according-^o claim 1 consisting 
essentially of the single dha^m Fv^ an anti-human CDS antibody 
fused via the carboxyf termiJ^ius iiiereof to a PE mutant 
essentially deleted o\^ itg^^^i^ll-binding domain. 

15- A recombinant immunotoxip polypeptide and pharmaceutically 
acceptable salts thereof accolrding to claim 14 having the 
formula Vl - L - Vh - C - PE r\utant. 

16. A recombinant immunotoxin Vpolypeptide and pharmaceutically 
acceptable salts thereof according to claim 15 wherein Vl and Vh 
are derived from UCHT-1 and the PE mutant is PE38. 



17. A recombinant 
polypeptides havinc 
ID. NO: 1, homology 
identical thereto 



immunotoxin polypeptide selected from 
residues 1-601, 2-601 and 3-601 of Sequence 
of said polypeptides which are at least 80% 
and their pharmaceutically acceptable salts. 



18. A recombina 
having residues p~6 
acceptable salts 



immunotoxin polypeptide according to claim 17 
ipi of SEQ. ID No:l and its pharmaceutically 
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1 19. A nucleic acid molecule encoding the recombinant 

2 immunotoxin polypepytide of claim 1, 
3 

4 20. A method of preparing a recombinant immunotoxin polypeptide 

5 of claim 1. 
6 

7 21. A method for treatment or prophylaxis of T-cell mediated 

8 disorders in a patient comprising administering to a patient in 

9 need thereof a therapeut^ically effective amount of a recombinant 

10 immunotoxin polypeptide or its pharmaceutically acceptable salt 

11 according to claim 1 
12 



29 




13 22. A method for treatment or prophylaxis of organ 

14 transplantation rej^ection in a transplant patient comprising 

15 administering to the patient a therapeutically effective amount 

16 of a recombinant immunotoxin polypeptide or its pharmaceutically 

17 acceptable salt according to\ claim 1. 

19 23. A method for treatmen-t 6r prophyaxis of autoimmune disease 

ini\st( 

21 

22 

23 claim 1 
24 
25 
26 
27 

28 comprising CD3-bearing cells; 

(b) treating the cell populati\on with a recombinant 



20 in a patient comprising admini^stering to the patient a 

therapeutically effective amount of a recombinant immunotoxin 
polypeptide or its pharmaceutically acceptable salt according to 



24. An autologous therapy for treating or preventing a T-cell 
mediated disorder or condition in a patient, comprising: 
(a) recruiting from the patient a cell population 



30 immunotoxin polypeptide or its pharma^^eutically acceptable salt 

31 according to claim 1 to at least partially deplete said cell 

32 population of CD3-bearing cells; and \ 



33 



112 



Case 4-31157A/USN 



1 (c) reinfusind the treated cell population into the 

2 patient. \ 

\ 

4 25. A method for treatment or prophylaxis against graft versus 

5 host disease in patient to undergo a bone marrow transplant 

6 comprising: \^ 

1 (a) providing an inoculum comprising isolated bone marrow 

8 and/or stem cell-enriched peripheral blood cells of a suitable 

9 donor treated with a T-cel-1 depleting effective amount of a 

10 recombinant immunotoxin polypeptide or its pharmaceutically 

11 acceptable salt according\^ to claim 1; and 

12 (b) transplan/ing the inoculum into the patient. 

\ \ 

14 26. A method for the treatment or prophylaxis or treatment of 

\ \ ' 

15 transplant rejection in a patient/to undergo a bone marrow 

16 transplant comprisingN--^__A-''^^^ 

\ 

17 (a) reducing the levels of viable CD3-bearing cell 

18 population in the patient; 

19 (b) providing an inoculum comprising isolated bone marrow 

20 and/or stem cell-enriched peripheral blood cells of a suitable 

21 donor treated with a T-cell depleting effective amount of a 

22 recombinant immunotoxin polypep)tide or its pharmaceutically 

23 acceptable salt according to claim 1; and 

24 (c) introducing the inocuVum into the patient, and 

25 thereafter optionally administering a recombinant immunotoxin 

26 polypeptide according to claim 1 ^to the patient to further 

27 deplete donor and patient T cells\ 

29 27. A method of conditioning a patient to be transplanted with 

30 cells, or a tissue or organ of a donor, the method comprising: 

31 (a) depleting the CD3-bearing \cell population in the 

32 patient; \ 
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(b) providing inoculum comprising isolated bone marrow 
and/or stem-cell enriched peripheral blood cells of the donor 
treated with a T-cell depleting effective amount of a 
recombinant immunotox:.n polypeptide or its pharmaceutically 
acceptable salt according to claim 1; 

(c) introducing the inoculum into the patient; and 

(d) transplap:€in^ the donor cells, tissue or organ into the 
patient . 



28 



the recombinant 



A method accordiiig to claim 21 comprising co-administering 



/ 



immunotoxin polypeptide or its pharmaceutically 
acceptable salt\svith^t least one other pharmaceutical agent 
selected from cyclosporin A, rapamycin, 40-O- (2-hydroxy) ethyl 
rapamycin (RAD) , FK-506, mycophenolic acid, mycophenolate mofetil 
(MMF) , cyclophosphamice, azathioprene, leflunomide, mizoribine, a 
deoxyspergualine compound or derivative or analog, 2-amino-2- [2- 
(4-octylphenyl) ethyl] propane-1 , 3-diol, corticosteroids, anti-LFA- 
1 and anti-ICAM antibodies, and other antibodies that prevent co- 



stimulation of T ce 



lls.l 



29. A pharmaceutical composition comprising a recombinant 
immunotoxin polypeptide or its pharmaceutically acceptable salt 
according to claim 1 in a pharmaceutically acceptable carrier. 
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